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■m]^ ht^\^-^i^x%x\^^, 

(3) y 4^/-i.t;Ij;5m-RNA«m(DI3I^, RNase FUC J: -5 ~fi^(D-^||r, 
fe 5 V Htm- R N AtflilK^^^<737; -7°^ S'>':^)'-§:pfl^ 

t/t. ::l^ii^^M;:it1«Stl©^i^gT-(Dz:S^^DNA^::^^^# tTH^^^ 

m- R N A-(7?i|g^:^[51ti-5.::^1£% & 5. 
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T^^^yT^m^kit 19 7 O^-fttO^ifijr T s ' O tM i 1 1 e r 
(Biochemistry, 16, 1988-1996, 1977) jb^ itJ^Z a m e c n i k (Proc. Natl. 
Acad. Sci. USA. 75, 280-284, m8)\^X^XWE^}i'lXSl^. ^MZiM^fim 

10 ©Pp^M^O^feS. DNAfc5V^^-j:.RNACD1i5t&S^i: LT^^tC 

rn.:^ X /l-Sig^ /In ;^ 7}^ n f- ^rn - h t fc :^ ;^ p ^ F M.^- y 

^ ^ v-^^ K (l^JlTv S - :^ y V F mt. ) T fe 5 o t T ^zi^jjSi 

( i)^^M:a-y v-^^ Y\^}m^< ^ vT-^\z.t^ 

20 ( 3)rmW)^tM:^«v^fc4^)|^i^ti;g^^tl65»t-S#i^ 

it\m'^^x\^fi\\ z.iih(Dmm,^Mm-m\t ^hs s-'^y ^ 

y^WMBtV :^'^^l^-t=f-]- {m\im\^. it^tm^, 36, 556-559, 1998) 
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in V i t r oTf^^V^^^J:i:;55#b;^T^J. i n v i v o#(;:i^J^ 

ft,i:f i r H b CO w^i^^'^sjT" hm ntcm m^T v 7. 'mMUx(o'f y y 

5i:■|^E^TV^6 (5|t± ^W^f\^; 49, 309-314, 1998)o 
^ll^1-57t46Miiif«ii(|iaifn^>. «X^. 16, 1463-1473, 1997) -^1^, 

10 ( 1 ) y - L - y v^^-^tk y v-y-f ^ >'>^^ ^(o^^'^'mc^m t y ^ \^ 

{2W^Wcr-7' J 5'-('/^:^co*:/v'K(^#^5ET-e b ^>'>?.7^ P y/;Ky ™ L 
- y v'^-^t^DNAt'^ffl-t^, 

(3)>^'>'>'/^I^>if^>>^/^J:^HA^®^'^'/^°^^|i^© f u s o g e n i c'<:/ 
15 ^K(Bongartz, J. P. Nucleic Acids Research, 22, 4681-4688, 1994) 3 
t;7S,:^3 '^/-^mOAn tennapedia .V^^V W^O:^;^ :^ K>< "f >^coj|f>t^ 

( 6 ) * 9"^>-'|4J9i^-#A-t 5s 

1 mi^^W-f :5 ^ i i: fl t X V ^ 5 1» coco, mm^m^t V =i'^ ^ U 
:t^K^©-^~e#S in V i t r o ©^^•fflSV^^J^■;5S#b^T%. i n v 

in vitro 1:114- y =f 5^ ^ K^^Sl^lC^^ J: < Ai~ 
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ti:itli-tfj:< 49, 309-314, 1998). W^mcmmt^fH^ V ^' ^ ^ 

2. us 5, 7 6 3, 4 1 6^^^5i:^^^^TV^5p Z^ih\z.n.=^'7-^>'m(0^i^m 
(4000bp- 8000b p h^^^\t^-}^^k±.(D'^^^'i 

mmmmw^WM-mx^^tzM.. ^itc^m-RNAi;!^^^^'^^^"^ 

m~ R N A i g^Bl/^ct ~Sii4'?r0^ tit{KT-Bmtr^0J1-a fMz.\t. «F^cD^ 
i; Y^'^^%-fm^^'Sm:1i^-h'^, ±IBiltli¥ 9-71542 13 j: 

OTS 5, 7 6 3, 4 1 etclH. =i7-^V^#CD4i{^ilfPlM^t:|fc?>V^i.t#MfPl4 
7^7^ 5. KDNAfe5V^f■i^7'r;^'7^•K;^?-^^^-J;bLTii1ii^)T/J^$V^■;^y 
rf 5? ^ F oT, .^j'^^S^JS^ 3 , 3 0 0 9 , 9 0 0^^) 

m (c: Jrf a^fefTSff 7 .v^ir :x ittfe ffl V ^ o ^ i: # § TE© J: 5 
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5 3 )»m - R N A i wmfi-m.mmM\.xm%^nux' ^ s j: 5 \mm\H<D 
^i6t)m - R N A (o^m-^^mmmm u t^-D^n m^mimn -^ii^^t 

25 — 1/4 : ^itfi] 1-18 0 5^^^. WC/S : ##^if 1 - Oi^#, V-:/ 6 : 

ftil-3 05o^ft. : ##Ml-6 0^7^^, 8 0 
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m 3 Hlfi^Jt^ll 2 i7>:t y K*A»J^ t ]- i^JgMSlr i n v i 

$ it i <!: U7t c/y 7 -efo 

mW^'^^mmWiC in v i t r oT'»Lfc^^. #%M7(Dy^y-i.|^M 

^|31:B^fl^ffllfet;i i n V i t r o -e«n Lfc##s 7 <D P TKy-All^lJ 

^cJ:b-<T^l3!< .:T/i-=^.v|ii^Sl^*iD?£H4^iST$'li:7tr ^-^t^^'v yTfe§. 

S 9 dtt^jilfij KDis:'^)^-^^ V-^^ AM ^ t h ^»Bl^lJjtliHi!S=&1^1t 
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n 1 5 mitmMm 7 c>:t y =^'5? u:^^ rnxmi^ t h s ^iffi^T^^t ut 



wo 0]/97S57 



PCT/JP01/05iy5 



8 

fz5^ -Y-^tf^ (DMwmmmunmz^^- \^fzm^\ ^nm 4 (dt't p =1 7 - 

10 iJ^vT^trfeSo 

15 m2 omtmmm 1 <oir y ^ Ymxmn^-^ :^mmmmm^ 

(LMFS«)t i n V i t r o T:«P Lfc#-^tC, mMW^^-^X-? ^ ^W- 
(LMFS»)t;: in v i t r oT«Ptfcm^1C. MMi^ij^-tb-^T-^ 

25 ^IJ ; 

«lrfc5 ( 2 ) y l^:^^ AM^iJ ; 
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( 5 ) =3 v-^l^(D^^l^M.mm 3 0 ■:6~m 9 0 75rh^ ( 1 ) - ( 4 ) ODV^i"^x/j^(c|B 

Vir^f- Yf)^ 5 m.W-'ikh 3 0 m.mxy<r> ( l ) ~ ( 6 ) (7?v ^-r^^;6^^e:tB 

10 ( 9 ) :t y ^ Wpf^ K;65 R N A 5 V^{^ R N AmmWVh S ( 6 ) ^ ( 7 ) IB 

y K^,A.»J ; 

(1 0)DNA^^^fc5V^f^RNAM^fr;65.53'^|^Jc:/>/^< 1 0l2^±£7^7}^::^ 

t^mm.m^rxmm^^c^^i-^ummmmir^ ( i ) - c i o) cov^m:^^ 

^ YMxmn ; 

(1 3)^y ^y.^uirJ- K;*^;^ ?^-fei/v'i'-RNAOTO=! Kvlr^tf^i^feS 
V ^ ftilH y -fe V v= ^ - R N A :^ 3?" y V y 5 f fJ t -ffilffl^^ ^^elB^J ^ 

25 ^i™ s ( 1 ) ~ ( 1 0 ) <D V ^TI^/^)^fc:tBiioi- V u:^^ K^^AWi ; 

(1 5)A>AM^-=FtK mmm^-m. ^^i^m^u^yy^i—^^, w^mmf- 
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( 1 Q)7!)iAMB'?-^h s t-1 h^\^^t^/i^:=^^yiimmmm^=^- K-rsm^K 

(1 8)»--oW-A^{SiS-toif^^zi5:t,<f-;t-:/'i4y:^"y-i^. Mi#®y:^°y- 
Afc;5v>»*=f-^yt^lE(D*°y -^--efesc 1 7)tfigt<^.;f y f^^am 

10 ^IJ ; 

5 1 iU3 ^ - v-Qh 5(1) t;ilB«;cD:t y K*A.M^j ; 

15 (2 l)^JP^J;6Sm ZM. H^tJy.±(D:^y =fm^/cl^-=etX-t'tl.0^tr /l-r^-zK 

y =i-^^l^:;d~f-mA«ll ; 

(2 2)1t?«. ^^mm^. :^j}^°.vv?;{^, "-^V^y h:K^fctl|&*!t)t(7??T^t)^^^-t5 
( 1 mttM y =f'^ ^ U-.:*-^ K#-A.»J ; 

20 ( 2 3 ) p H 4 ~ 8 (DW{m.'^fz.\-mm{m.<r> ( 2 2 ) t2t;cD;i- y ^ \^^^ m 

A0^ij ; 

(2 4)ny-y>(D^#:;^5o. 0 0 1 1 0 % (w/w) (7:)|alST'fe5?t?ff 
/cffil«;|;?tco(2 ^mn.M'^) =^5? ^ mA»J ; 
(2 5)3y-'irV(D-tft:^J^5-9 9 % (w/w) (Di^ffiTfeS:^ Jt^^-i/t/t. -^V-^/ 
25 ft^*fcf«^tSt1?fo5 ( 2 2)fBm©:ty ri'^^ ^ V:^-^ HW-AM^lj ; 
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mm. »f^. m\H. itm. islwi^. nigf^. m§p^. mimm\^i^-^u mm 
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tt{±itfcii3=iy-^V, afgT-x^6*3tc:4,m§ns i®.=iy-e^>7^=et"^s^tf 
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0 mm}iT(o:tv ^-^^ v-t^ K-cfe ^WML\tmx.\t. 1 5 

Yh tTti. 'I^j;^,f±\ h s t - 1 C0^mtr#PJ1]tc|?]^!li~S 5 ' - C T C G 
20 TAGGCGTTGTAGTTGT- 3' (SEQ ID NO: \)<DW3\\^i^\^fz.ir3 ^ 

^Vv, mm^Ay, ±jiU^Ay. /^»Mi)5^■^^Oiiffl•/J5f\^f>i^rv^6 I S I S 3 

5 2 1, c-r a i ^i—^(Dmm.t:^m^\mm\^xmM.mfj^A.. m 

ISIS5132/CGP69846A. Ha-ras ©ISmt'^^c^^tuPfi^ U 

5 I S I S 2 5 0 3, ynT-(y^i—^A^-(-:fi(i:>mmmmm\mm't^ 
GEM2 3 1, DNApi^/l'}-y:y:zy:^y-~if(DmmtW^^\mMir^MG 



PCT/JP(t]/()5195 



9 8. c-my ct7?|S^^rptJi-§ I NXC-6 2 9 5, c -my h (Dm^^l^ 

ml^&^M^(D^M^^)^^wi^fhx\^^^ inx-sqol. be] -2(Dm^'k'^ 

5 m-^Wh-^m'm.mt^W^%'^X\--'bQ- 3139(Genasense). MD 

M 2 ieoMm^»Ji-5 y ^ Ys V E G F co5§m ^rpfiiij-t 5 y 

;BV^5.:ty ^^'^^^l-'^^'^^K^; LTf^, H I V(7?jiM^-»Ji-oGEM9 2, GP 
I - 2 A, -t^^ b;^;tfP'i7'r/l-:^C0ii?Tt%rp^lJi-5 ISIS2922Cfomi 
10 virsen). Vitravene, ISIS13312, G EM 13 2,0 

Mlf^'^-f ;^^<^it?t»Pfl"i1-5 I S I S 1 4 8 0 ST^^ifid^^tf fe^x, '-^^mt 

^fetl'TV^5 r S I S 2 3 0 2, T-ry v-i^A l l-'-fe^:^' — ©|gJi.^»J 
15 S-^'7)li^;^|S^^bt^TV^5EP 1-2 0 0 0. *5j:OTNF--a,. CD49d 

( V L A - 4 ) , V C AM- 1 , PEC AM- 1 <r)%'^-^t\\%\f 

^ K i: LTs c -m y c ©lim^Wlf Ji"§ R e s t e n - N G t:7/^ 

i--iim. G T P]^^-a-^ ir y V • l-:t^>-^i--if If , iiS^-ISlplSl 
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DOTMA(N- [1 ~(2, 3-v^^U'-l'/^;^-=^^y):/pfcV^] -t^- }, \) ^^^u 

-f- 5, K) /i-'] -- N , N - ;^ 5"-;^- 1 - ^ a -'^^ .V T ? ^ 
^I^hVy /t^-t n r-fe-x— h ) , D D A B Cv* 7< ^7^'^^:^^;^' iJ? l^-iz/l^T >^=^ ^ 
5 -A:7^n^ K)> TM-TPS(N, NI,NI I,NI I 1 -"r hy ?^^/U-N,N' , 
N" , N' " ~Thv /^Vi' ^ ^71^:?; 5. y) , dmr I E ( 1 , 2 - ^ U ^-vl- 

{ CK hU ;^ ^/vx^-^- r>X\ 7'-fe'5^/U) ~i> K'xix/l'— D - ^'^/i-^ ^ ^ ^ p ^ 
K (Biochemical Biophysical Research Communication, 196, 1042 (1994) 

DOGS (v=:ti> ^^-r v-zu-r 5 K^f y 5 :y) ^(T) y ;jf y 7 5 A 1 

15 k CWK 1 8^(7)--;7°^ K. -^V V v^^-^-t^rj^l^ (Proceedings of Academy 

Sciences of the USA, 89,6094 (l992))^(D:^=3^:tH4':K y 7 5 ,/ l^^o J: 1)^^(7? 

t4:^ y '^-j fa-is-p t m7k^t!:^:^im i^-ts # y -^-vh x> . m;^ ff^^K y t-- 

-;i.-T/Un-/l'^:;Ky t^-:^/l^h°n y K^-^^a^^tf e);?-L6, ^CO^, A3 k CWK 

±IB,:?75=-:t>''|4y5}fy-Ai;LTtt, m^\t. D O S P A DO P E ^ 1 : 1 

T'^tf LIPOFECTAMINE (»j^:Ms Life Technologies, Inc. , D y 

tiVKMD.USA), DOTMA,tDOPE^l : 1 -c'-ttp y /KV-A, DD 
ABiDOPEl'l : 2 . 5 "C^tf L I P O F E C T AC E (^#^^1, Life 
25 Technologies, Inc., p >;/ tVl-, MD , U S A) , TM- T P S <t DO P E 

1:1.5 -e^tf C E L L F E C T I N (^-j^fl. Life Technologies, Inc. , 
ny^f t:VK MD, U S A)^^^lf 5 ^ t t^-X!^^i()K ::fii^\m'^^riti:\f\ 
^fcs ±IB/J^:t>|-«^t=iUy^XP-;i-<Z)M-^4^ifl, mK^llDMRIEb 
rii/;^-TP'~;KZ)^;PJiTn : 1 ©M-a-if^TfeSDMR I E-C (Life 
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Technologies, Inc. , n ^ tVl^, MD , U S A) ^pi'f bZtfJ^V^^o 

coirrfi tiMi" hm%h\^x\t, bmg- 1-^^x12 (om^^m 

(high mobility group-l, 2 mixture : ^j^E^, 12, 184 {I994))#%^tf 5 

])di^^ FC«^ 2 ) U =i'5^ ^ W :t ^ K (Dim.. 

F©Mm'l^fc*J:tJ^mi-J:5MMT(30iijamm 4):ty Y(D 

-^'y 1 ^^T-lc^i-^^y =^'55 P K<75:^mf^cDir!'^ 1 0 5 0 0 0 "Cfc !9 . 
M*t<tt 10-2500. j:l9M^L<tt 10-100 Q-CfeSo 

MJ :^ (fc Fp ^/^) T ^ y ^ >\ iJ^ ^.Vl^i" h y ^ ^i^W~7\<M 

i- h y r> j^., y >-siHi- f y ^7 A, y :/^7j<;^-t h y ^tk y ym-i' b y 
•^.A, M-7i<y >'it-7i<;^i~by "^A. 3i>y. r jv^=-yf£}£t^mihM. 
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y^y^ys T/i^^ym. r■i^~D-.7^, tfT=i'A/£i;'-i:fo5o 

fi. tiJtl-<it^-'/i'^-:^X^h^o z.t|iLT('i:. v'.=r-;i? p-:^, t 

sarsyi^, ^'^•yv'.Vs T7^>\ j^^it^^-, T^uyv, v^^^^, iry^/, 
ry^f^y-^y, ^"/i^^^y^ ^yu^uy^ -yy.f^y^ =?^uiyy, 

o:)m.t LX\t. m^\t. t V V ^J^m, V "^.All^ei^^s^tf bnSo 

r^/^^^., Vy^B. JrtJ^^^COit/^ tVj^^^tf t L < fif^ij ^{f , 

25 .A©|^^%^5^fiit-5ta:^^W1-5^'mtfcTxV r^-i'/l':^, Cr-IEMS(=" 
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1 9 8 0 ow/^%mm^^^mRx^^ ^sj?* u^ish t i.xm^ o i 

8 9 0 w/w%(DmMAWif hMo Jr.V)ti}tL<lt^0'-^m9 0 0 w/w%© 
%mi^^^^i htl^. ^Ktl-t L < 0-3 0 0 vf/w%<DmMf>^mi hfl^o 
zd^^ut'f vmAmmt. ?M;f^fo5v^f^^l«1j^^^fe5^\ 

tf- Y^^MMO p mt4^ 8 CO^fflTfc >9 . :3 v-^^^ 0 . 0 0 1 %~ 1 
0%(w/w)'^WU ^[?^L<f^O. l%~5%(w/w)-^t"i-S= 

V y h 5 V^^i:|&*li^(7?.:t U 1-.:*-^ K^AM^Jt*. 5 9 9 % ( w/w) . 

tLl-^h<itl 0-7 0%(w/w). J: >i)3!!?^L<l'12 5 - 5 0 % (w/w) <D=i ^ 

:^^m(D:t'J ^'^t!^ l^t^h^^^^MMlt. M^ii. si^> jSTs ^1^. 

(o^])=^>^^^--^'^)^'&tvxix mmnmmvxm^j^. o-ooimg/ 

k g-4 Omg/k ^f^U< ft 0, 0 Img/k g--3 Omg/k gTfc^. 
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K»^'-;jRx.TyI'^ts #5.^^fci^"3^e^t^i^«^f^fe^^LTf^5t?^I^^^O::ty 
V:^^ K^AMt'#?):^lfe ; 

20 »;R(D;ry rMxmnm^^i3'^ ; 

mh^fz.::^if-ly'J'^n'm\.Xt^im.(Dis:'^) F#AM^iJ^#o;'jfe ; 

8 ) :=iy-^ymmc, >m\^m \:^xmMit^mM Lfzmm(D:t y n^'^? ^ L-:t9^ 
Ktt?^ ^iJB X.X # e> rt'fct^i- j^cCttfit & a v > f ^ ^iism ^^^/i^Il^i l. # b 
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1 7)!&i^m^!t-CxmiMt:W3UbfzmM(D:^}} YW0.^%tm\^^ 

15 m^mmm^-t^isw^ 

6 ) =iy^^ymm^. muo^v ^'^ ^ u-t^ \'i$mt:M^xm^ u 

%hi%fz.:^'^-yx>mm\.xmhfifzni^^^nnmTimmm^ 

25 D^^^mcm \:^xmMM^& Ltz ^"j-^ymimcs mM<D:t v =^'?^ ^ i^:t^ 
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5 Mi; 

^ rwmw\v^^xm^-\^. #fetbfc!!iMt^5ii \.xmh^tz!±wm^^(Dt.t.s 



wo 01/97857 



PCT/JP<)1/»51'J5 



25 

5 

1 s)=>7-^^"^^wic, mm(D:fv^'5^i^\^t^ ¥mmt\\^xm.^L. zii 

1 9)imKf:i?zxm}m\^mi}nLfc^'7-^i^mm^s mM(D:tv^'^^\y:t 
10 ^ mm^Mtxm^u n^:^i^tcm-fmmh^^f^\tmmm^Wj^m^Lx t 
xmtz.-:^yi^yi:^^mm\^!±mfmi-^i?'^^ 

mmw^mhxmc^t'yi?m^m^j±mm0irb:)fm-, 

2 2)=>:7'~^v^t?^i:'itij!iu m^nmm^u^'^^miicmzxmMM^-miiL 

20 m^wMm.\^xmz.-^if-y'^'%:nm^\mmmr^'t^Mk ; 

^ mm^M^xm^L. n-hthtci'^~~fmmh^\^^mmm^mmmLxm 
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; 

=f Ymw:^n7LX'^^\^^ %h^tz.i^-fm\mmm^w.\^xm'dm\z.i^m^ 

gff « (7) :r !J =i" 5^ V KMltc^JO , L. 7 RttJ^tlcW L 



wo 0 1/97857 
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mmm i 

mmmmmmm'f-HST-liFGF 4)(Dm.B'? {?roc. Natl, Acad. Sci. 
USA, 84, 2890-2984 (1987) l^faiE) "55 4 1 9 6 b/i^fc4 2 1 6 h^V(Dmn\C^n 

-CTCGTAGGCGTTGTAGTTGT- 3' CSEQ ID NO: l) ; ^-^A : 
6 5 0 0 ) {-^ !7 T^-^lf ^^^±) ^mm)^ 1 0 ^ P ^ ;k/ L, tf£^ 
J: 5 T ^ p =j ^ - :/ ^ ttSti^ ( (^j^) W-M T 7^ n 3 ^ -i- > -7° ^ 
h : 2%T'rn:=x'7-^>mm) tm-B U T-TP3V-^V*^«S;^)^0, 5% 

;^;^^^>'|j5;i^l^^^iif5-T"©3 1 9 b;«)^b 3 3 8 h ^X'(DMm\^^m^M^ 

^ij % W t fc tIn P ^ " ]^ §y T >• ^- -fe -V 7^ t V =i'y^^ U^-'f- Y {AS -OB 
G. 5'-"TCATGATTTCTTGATGTTCC-3') (SEQ ID NO: 2) 

15 (=^:^^y^tv=i'^-}i'm^^mt:mm^o. 5. i. 1.5. 2, 2.55 

: 3. 5 w/w%TxP=i7-^>-^?i^. IflMl. 7 5 

w/ w%) t u m^ikM y ^ ^ir=f- my<m\-^mu tfc, 

20 AS-ODC»|[titl. 0^ y^/l-/L©?iigi:/£5J; 5ttT7^pn^-')* 

>'60>1:'#^i^((|l^)i^l^^rxP = 7-yW>'yy>'h : 3. 5w/w%TxP 
n ^ Wik^ 1.75 w/w%) 0 . 5 -^-f ^ P L t h ^ V X :7 r b 

(P r ome g a) 1. 5 -^-Y ^ P L U P ^°y-.A:^-t:ir tfc:^!) ^ 

25 mmmA 

^'M®ix^r'- V- (jS.=g 3 5 mm) ±.Km LiA^, v-y :^ ^/u^Xfitz.fU 
^ TzJ^^tCf^o r 5 °CT#g LT^-^ tr^feii =1 ^ - y .1 m g fcfc 
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l^iy^^U (^i^ 3 5 mxn) tiZi^. Htr™ 4 0 °CrW^ $ ■t:fctl:> ^ff 

2 w/w%TxD='y'~^?':i/'^?i^Cl 7. 5 g)Mc(5 2. 5 g). 1 Omg/m 
L CO ( 1 0 m L) X.Xm^ Lfcft. 5mg/mL(D7i^:^7KP^ 
]>^T V^ir V:^.:^ U ^ l/:^^ K ( 5 ' - C T C G T A G G C G T T G 
TAGTTGT~3' (SEQ ID NO: I) -y^^M : ^6 5 0 0)m^(l OmD^U 
tT^S^fa. #fe^fc'^?1^§r"4 0r-t:1tt^-^fc^s PtffT^fiT-BMfe'm 

^ij=^WtytAK:^4^p^:*-3i- hMTV'^^irV^'^rt-y uirf- K(AS-OD 
C, 5'-TCATGATTTCTTGATGTTCC-3') (SEQ ID NO: 2) 

S:ti^7K5 y 5/ f/i-tr7^P=i7-'5r':/?i^(3. 5%) 5 O^-i'^'p y 

y h A S - O D C 1' 5 -f ^ P /^^ ^ ^ ^) y Y /K 

T=r n=iy-¥yk 1,75 %^*i-?)^tl«fi®^y ^ ^'^^ K^7vM^lJ 

#^#ij2 

at»?flBM^IiI-?H ST~1(FGF4) ©m^n-? (Pxoc. Natl. Acad. Sci. 
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USA, 84, 2890-2984 (1987) ^CfBit) 4 196b/&^b4216 h^V<DMM\^'^ 
K(5'~ACAACTACAACGCCTACGAG™3') (SEQ ID NO: 3) 

^mn 3 

|il^»»iimiilT-HST-l (FGF4)OjtlKT-{Pi-o^ Natl. Acad. Sci. 
USA, 84, 2890-2984 (1987) tCfBii) CO 4 196b;a=>fc4216 b *-e<?5Sa^tjfclB 

10 -CTCGTAGGCGTTGTAGTTGT-3' (SEQ ID no: 1) ; ^d^-J-S : 

6500)^20 •^'f^n^/l'/L CDjiJtt;:?'^ S J: 5 tc^^ili b7t y ^/illSW 
5 0 O^^if P L y 7^7:31;^' hT5 XG I BCO B R L) 2 5 '^-f ^5' p L 
^f§fj? Lfc y ^-l^ftW 5 0 0 •^--1' p L m^X* 2 0 .^^^ll. 

i-^:it x^mfM lo-T^^ P -^e/w/L oD:t y =f'.5^ ^ K • y y-AM 

15 ^tJ^#-fc. 
#%^IJ4 

A S " OD C ©^^c 19 HI y >'li^«tr;!]P;tfcJij!.^Mi. ^jfjt^^i 2 j;:|alt©tf=# 

^c^^§V^rTP3 7-'^^V^l, 7 5w/w%^:t-t§T7^n3y-^'>^|it:^ii 
20 5 

Tv^ p n y-y y >'m»t-^;tfcJM^m. ^» 2 ram 
CDilt#imv^AS™ODC%l, 0 5 V ■^/l^/L(D'(imV-^-^l.ftt^:^yr^^f:t 

^nm 6 

25 AS~ODC(D^;|o^ (C. ^taiWl/i^lE^ii^^- t■fc7i^:^7^^^^■;^^- v 

yy'/U^-V l^::f=^PK(5' ~AGTACTAAAGAACTACAAGG- 

3 * ) (SEQ ID NO: 4) (aiy^^y ^tV =i f—}f:^W^^^^) ^ 1 . 0 ? y ^;U/L 
^iiitt!'t^1-oi^A^l-ri> 2 ^r.i3mf7:>-J^it^-t^V^S?)^;I:^©:'l^:x:^nf-:t.:i^ 
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A s - oD c ^tm^ 1 . 0 5 y ^/v/ Ltf-i^2io I'C. ]j ymimm t . y 

y >-.X 7 T h ( P r o m e g a ) Ut ]) ^BMiM 1 5 ^ ^ ^ n L 

5 mmn i 

1 Vmm Lfzit i; =f ^ K^AM^tJ 2 rJ' P L % 2 0 %CD{? ^ 

3 0 53\ 6 0 18 0 LX 3 %T n -jx ^Vu-m^^tC 

•f^^^M^t^-atf P B S 1 8 Ojd"^Vi,m^m(Dt^:^yi-^nf-t 

i:b-==T. #^Mic7:)»JTi^3 0 5^^m^<>-Kf«^-t't5&z5^ofc<, 

i.^^ ^.-^mU^ b f^^* ^ ;i <b LTV ^ 6c 

pernio 2 

1 0 m^(D:t:^<D%- K-v r> j;^, cofsmt-H s T - 1 t; b mmm^ 

'mWL (N E C - 8 ) % 1 0 X 1 0 ^{0^^ LfCo m^UtWt 1 l?!!^ t 

20 fz:t y =f5^ K^MAMM^^^- K"^ !>:^©|tmfefc «9 5 0 n y :y h 

y^^il^-^ tfco ^-^ts 10 0^, 2 0 0^^, 3 0 0f^i^5^-K^'>:^^^^U 

cQ»i]3si]i5ii^iiiflaooii^ft . w^m 2 © ^MictDa^^jo j; n^nm 3 y 

T'^t>WiiiiJ^^^/t„ 3 CO y /3N°y-.^M^!jT:ii 2 0 ^'^t.xmm 1 

<Di-y 1/,:^^ rM'Amnbmmomu^Wz^T^uti)^. 3 0 g^itttiim 
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5 UWJA 3 

1 0 %^^J]^].?,ila?t&-a tfDMEMJtJt 500 -^^^PL ^p^m^ tfc fc h 
«(MKN4 5mm) (MSI^^At ^y+j-'f Ji>';^fI^MIl) 5X10 
- ^ifiif^ij 2 -epil Ltz.mmitCO:^ y =i-5^ ^ V;^^ K^^Ail^lj ( A S - O D C 1 . 0 
5 y-t/l'/L^ti-§) 5-e^^'PL%»(i«Jtl O^-Y^u^/^/L) U 

ft 2 0StCf!|HM^3-[4, 5~dirnethylthiazol-2~yl]~2, 5-diphenyl~2H"- 
tetrazolium bromide (MT TTy^4)i^^^ M'^Uto mm^^^mn 4 X^mU 

mi^<m]^flfZo Hi- 6 Btgt::f»;fJBB|^icJ;b-<TMKN4 bl^mmm^^^ Vfc, 

mmmm ^ i%fc t co©, mmm 2 omm^mw Ltmm^it-^xmwmm 

^ uit^- K^A.Wij t-t^:it\Li^xm^1^^ti^:it. 1 7t.*BPji c3 y 
5? ^ k:^^ K5g,AMiiir J:. Sill^»©Ji?tWJ»;iS#iiT7^ P n 7 -^^>'fe 
5V^»?^;^/3^p^;^r^-^M:^y ri"^^ i^^tf^ F:^qi&«3«<>:;*#f 5 r i: t:::* 
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1 0 %«BJ^IL^tC''a irDMEMJtiiii soo-^^f^PLi^ -v-mm vtz t b mu. 

^mUm^iRTDM^) iUB^..K^^—^:yf4^i^:^MmMm 5 x i o Mil- 

5 ^»!l2TiWUfc?«;l^CD:ty ^I'^i V:;^-^^- F^AIH^J (A S - OD 0 . 5. 
1, 1.5. 2. 2. 5$ y^/l-/L^Wi-^)5W^nL%»(«^5, 1 
0, 1 5, 2 0. 2 5-r-f^V2^;]y/L)U 3 7°CTit*Ufco ^;?JP 2 4 B#fi 

B#fp^fetc«%?j5^ LT 5 0 mmm bfco ^^:i]flii 1. 3 5 0 mz:Mim(D±y^mi: 

R^M5 

15 10 %4=ll^i'ajfilMt:'^£pDMEMj#:l 5 0 0 ^--f ^ a L T^t* tfc t: h« 

^[^i]t» (RDimiia) 5X10 m\-^%im\ a tfc y ^}^° y -i^ Lfc 

^y 1^:^'3^F^A»J5-T'1'^D L^»U 3 7°C-eit«tfc„ m^^JP 2 

4n#rflfit::.:t-y =f"5?:i' i-;*-^ K%A»J^t't^«&fH#^^i^ffii^» t. ^co 
2 4 B^P^miCltl-lll^^^^ LT 8 B r^m^ Lfc. & 2 . 4 . 6 . 8 0 ^^-MS 
20 co^.#^^' b y /^>'yVu— ^fe^fet:: i ^ iij^ Lfco :^ fc. « 2 , 4 . 6 0 

R D (r> 't}v:^f-^ymmmmm%m:m^ \.fz.. 'ms-^'^nm 7 © y y - 

^^^^0 5 D i 6 0 L fc, ^Jfej^Tij 3 © y y - L fc4- 

y ^ uir^ rmy^mn. mm 7 © y y^sv-j^mmm^RBmrno^sk^m^ 

fc. p^i'z: y /j^°y'-A^-^^Lfc::t y ri-^^ ^ mAuntv t^y-^mm 

^ K^AM^iJ<7?:&^s§S< iifco c^xf+«M B(D]) 7Ky-i.^^^■ 
y ^"5^ ^ v:^f^ F^A.»i:^)\ #%f!i 7 y w^y-j^mm\ut-<x^^ < um 



PCT/JP(H/<)51<>5 



pmm 6 

R D«4- 5X10 MWte L-fco #^70 T -CP^ VTz,-^ iJ =f 

to t)«##f y 4 (75»J O R Df««;l!g-^ Ufc^^CO tbi?. m 8 H tt^mf !l 7 <D 
15 »ij*3 j:t)«##f!l 7 ©0^i]t:RDMmiL;!S-%-byh^a-©«, B 9 

20 ^RD«M5£P^^ RD«^MUfc:*J-{M(7>^^Ml«i!^s *3 iU^F^id'^^- 

25 m:m%n'^ ^ %tz.:L(ORiimi^(Dnmmmmmi\^'K-^xwm-^ ^ 
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P m 2 0 . 5 0 . 4 ©Tt^ n 3 V - '^Vt^^it^^-^ bfc5? -]^-^^^ 

v^s, t fc. IS 1 2 mto j:t>*^ 1 3 m\mm\ 7 y mA»j. 

If^:g;#m4 2 |E!0DRDm!^T(7:):t/l-:=^>'«i^iimStt^^tfc, mi 2m 
15 (■«m^i7©»lt#%fHO»Jt'RD^1t»tC^-^Lfcm^(7?fcbl^, ^1 

=f"5?:i7Ura-=?"F#A«IJ^^S:#Lfcm#t^?^fe^xfcRD»(7?jt^^^^^ 

25 nmn 7 

^5MKN4 5»^5 X 1 0 ^M^MLfc„ T#^{t7 0ftt-^1if!l7 T^^Ufc 
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MKN4 ^%mmmm^%m^t^m\\^M,^xmmt^^t^7rshx\^^^ w.i 

9. IPs y >-it^«&^4'Ufc5?-K-."??;^<D^i?^^#0m2 1. SHtntb-^ 

xm^^>hyiY.\^wmnmmmm^. MKN»i:M:Lfc5^- F-Tr>:^<D 

Ft' AM^fJ LfcMKN 4 5 

Ja}^.«if-*(59j^^;5S|(]tJ$t^TV^5r <h Urfc^vj . ;f y v-^-^f- 
M^iJt'-J§#Lfcm^tc.;^feixfc:MK.N4 5 ilte^iWrpMf^ia^ =i"5^^ 1/ 
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t s t b ±.mmmmico l o 2 o i mm mmw^.^ ^ >-f-f rc^jx^m 
Mm) ^5X10 'imm b-fco mit 1 ^%\t-'mm\ 1 tpm u =1-^ ^ v 

Fig AM «:COLO201 tfc. 4 -cllH 

^ VttT^ D =1 J:0y ^-MWCMHi^) O L O 2 

0 liDWfit^ffi;td!S-^tfc„ ^IS-^^. 7 0m3:5^-K-^^7;x^0f§L. COL 
02 0 lM^(Dm»t'?il^tfco ^^=£'^1 7i2ltJ:^1-o 5^ - F-^ W 
tl3-C:-(7?COLQ201 #%M 4 (7?Tx P =i t >'1tl^*3 J: TJ' ij 

XM^Ij^lS:-^- Ufc::^^^^ft C O L O 2 0 1 »<7:5fiftf^M0# 

J; ^)ii'>tfc„ ;inbt^*ISig'^^y 1--^^ F^iA^iJiiscoLO 2 o i 
(OW^^W^l t 5 i: c o L o 2 0 1 -^^mi^ e -ir o ;r. t . S /c .1 © C O L 
o 2 0 1 m^<^WmU%m^^Wit.'M.-oXW0:f'h z-h^w. ltv^s= ^18 

fil 7 CO,:^- y l-^^ F#A.»1^ C O L O 2 0 1 mm^%{t\zM.^ 

.7. © 0 i[ 3 9 , 8 0 T\ T n n 7 - i^^?l^*3 i D« y :^MijfJ^ 

^^•^L/c5^-F-^'i7:=^<7?^^mc^¥^^;^^0^3 1. 2 0Joj:tJ?2O. 6 Bt^i 

tb-^T5i;R$txfc. :i(Dftl^l'i«P^<?:?^y =^'5^ ^ l-,^^ F^AM^^sj^^^-LT 
#b:3x5COLO 2 ^\(n!mm%m^ii^. C0L02 O 1 ^MLfc^- F"^ 

^ F^AM^iJ. #%'M 4 (DT^ n ^ y - ^ y'Wm^ ^^^'■') 

^35H©COLO201 Jij]§(^t:(D:t/V:^^>-E^^^^?tti^^ L-i^c. -t y 
ri-^^iJ' l/:r^ F*AM^tJtS4-bfcCOLO 2 0 1 «F*iI 00:^/1-=^ 

^iS-'l4ft . T 7^ n :3 7 - ^' Vttftto J: y ^-^liif^ft ^^S-^- LfcCOLO201 

Mi^jt-^TiSia^^ofco z.'^n.it y ^^"5^ i'.:t^ F^A^^y^s^i-?) ^ t J; 

fi^ry 3^5^^ u-;^^F*AM^^lJtr^S#L//-citB--t^^b^xfcCOLO 2 0 



PCT/jp(n/«5i9f; 



1 0 ro^^l^i-lM^Sr-^tf DMEMitilil 0.5ml, cj^Tig^ Lfc-s' !>.XlFtti5l^ 

5 mm]]^ ( L M F s mm i x i o ^ n \z%mm 7 x-mu tfc'jtii^;ytco:t y 

FWJd 0 0-^-f'^P^;l'/L<Z?AS-ODCi: 0. 1 7 5%(DAS-OD 

C ^ ir^-t ) 1 0 ^ ^ ^ P L 3 7 °CTi0# Lfc„ ^|fet)P 2 4 RfPH^f^ \C 



20 
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m ^ o m m 

mm. 

7 , ;t y =i"^ ^ K;5s 5 ai^jii,± 3 0 mmx^omim 1 ~ e cov ^-fn;^)^ 

7 |Bis(D:t y ri' vir^ F^A»Jc 

9. -^3 =^:5^:^^I^;t=3"F;^)SRNAfe5V^^tRNA^i»|^■T:■fe5.||*^6^fc^t 
1 0. DNA^^#:fe^VMtRNA^^§:}6S.'5^^^F^tCii??te< 1 1> 1 oi;AJtO:^j^ 

7.i!rsu-f-ir=^- y^^^^-t^m-^m 8 ^±\t^wm(o^ v =^5^ ^ i/;^-^ fw-a 
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SEQUENCE LISTING 

<liO> SUMITOMO PHARMACEUTICALS CQWANY LIMITED; KOKEN CO., LTD. 

5 <120> OLIGONUCLEOTIDE INTRODUCING PREPARATION 

<13G> 662639 

<150> JP 2000-184502 
10 <151> 2000-06-20 

<160> 4 

<210> 1 
15 <211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

20 <223> Phosphorothioate type anti-sense oligonucleotide 

v400> 1 

ctcgtaggcg ttgtagttgt 20 

25 <210> 2 

<211> 20 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Phosphorothioate type anti-sense oligonucleotide 
<400> 2 

5 tcatgatttc ttgatgttcc 20 

<210> 3 
<211> 20 
<212> DNA 
10 <213> Ai'tificial Sequence 

<220> 

<223> Phosphorothioate type sense oligonucleotide 

15 <400> 3 

acaactacaa ogcctacgag 20 

<2I0> 4 

<211> 20 

20 <212> DNA 

<213> Artificial Sequence 

<220> 

<223> Phosphorothioate type scramble oligonucleotide 

25 



<400> 4 

agtactaaag aactacaagg 



20 
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